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i DECLARAtlON UNDER 37 CFJt U32 



: f sdj^AtD !&btfT OBACH, hereby declares, states and says that; 

• ' = 1. He rbc^V&l a B.S, from the State University of New York at Bingbaniton in 
•:. aid a Pb.p. frJ^Jft froid Brandeis University In 1990. 

2. He is 'cfoirfciitLy employed by Pfizer fee. as a Research Advisor in the Pfiaer 
iesicMtth facility in feotoh, Connecticut, and he has worked at Pfizer Lac, for 1 1 years. 

. .3. /He is fiiiiiiiar with the subject matter of the aixiva-identified application and thfc 

^^^BPJBfeii^Sftil ^pplftcalfeir fe AmAcAu <l method of adminifitenng the 

ph^rinaceutically acceptable salt thereof, in combination with a CYP2D6 inhibitor, or a 

• . ^liainiac^utidilly acceptable salt thereof, to a human in need of the intended pharmaceutical 

acti vity' of the iug, Wherein the drug and the CYP2D6 inhibitor are not the same compound. 
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* The CYF&D6 inhibitor may be! for example, quinidine, ajrnalacine or phannacetitically 
-acceptable salts thereof* 

.5. in &e Closed data for the compound C2S,3S)-^phenyl-3-(2-methoxy-5" 
• : Bifludrt^ denoted as tl CP-B" in the data, Tables 1-4 

.■" inscribe i^ymatic Jdnedc parameters for the metabolism of the compound (including 0- 
demetKylaiion kid N-de^dkylatlon) in various mammals, and Table 5 describes the inhibition 
•"■'of thfc s&mfc cottripbiind by Cytochrome P450 isoform specific inhibitors. In the figures, 
retires 10 and 11 Show a correlation between metabolism and inhibition of the same 
coi^pcmnd ufing ' qpihidiite (Figure 10) and ketoconazole (Figure 1 1). 

6. .the ^r^gedng data aiid figures show a surprising effectiveness of (2S,3S)-2- 
. . v phMyl-3^-m£th^ in combination with 

a CYP2D6 inhibitor such ad, for example, quinidine or ketoconazok. In particular, die 

'■ ■ ^-v,"-; . ,v £. " , . . . ■•; * ■ . 

vcortelafjon shown iri Figures 10 and 11 between the effect on (2S,3S)-2-phenyI-3-{2- 
. v :xneltlK^^ of P450 specific inhibitors, such 

as" quinidine ancl . ttetoconaiole, and the activities of known enzymes such as bufuralol 
y ; ; r hydroxylase atid testp^teroiie hydroxylase would not be obvious due to the unpredictable 

■ . lifctaWHsm of , *(2Sj3$)~2-pheny 

>T>r0eridiiie. : Mdr^yer.'taking figure 10 a$ an example^ the amount of quinidine required to 
inhibit : 6 r ^ftethylatiOT of (2S 1 3S)-2^phenyl-3-(2-methoxy-5- 

titarbmetr^^ is sirpnsingly small - already at about 0.1 

. quim^ 50% drop in the control activity of bufuralol 

hydroxylase. Similar c6nside$atians apply to the inhibition of N-demethylaiion in Figure 1 1. 

■ ; Suiih quantitative effects would be unexpected based on the state of the art 
lie further declares dial all statements made herein of his own knowledge are true and 

all statement's riiade on information and belief are believed to be true. AU statements made 

herein are made With the knowledge that willful false statements and die like so made are 

USEkSWXSXLfiJ I ^viJ'AfiDWxlKlliDOC 1 2 13031 
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5> • .panishatle by fine ^ irbprisohnierit or both, under section 1001 of Title 18 of the United 
■ WeS Code, and that willful false stHBOKsnte may jeopardize the validity of the above 
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application or any piKerit that may issue from it 
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